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Microcapsules, m thod for pr paring same and use thereof 

Field of the invention 

m 

The present invention relates to microcapsules, and more particu- 
lariy to microcapsules where an encapsulated aqueous bead or encapsulated 
5 aqueous lieads comprising the active ingredient or active ingredients is/are fur- 
ther encapsulated in a hydrophobic shell .matrix. The present invention relates 
also to novel methods for preparing the microcapsules according to the inven* 
tion, as well as to the use of the rniorocapsules of the present invention. 

« 

» • • 

Background of the invention 

10 US patent 5^04.029 discloses a process for preparing edible 

microcapsules which contain a multiplicity of liquid cores. In the process, a wa- 
ter-in-oil emulsion, with the active ingredient dissolved in an inner aqueous 
phase, is spray cooled, which causes the solidification of the fat phase and the 
entrapment of the aqueous phase as minute droplets dispersed in a mlcrocap- 

is sule. This process, however, leads to very unstable microcapsules from which 
the water phase migrates from the inner part of the microcapsule to an outer 
part. This further results in the condensation of the water on the wall of a con- 
tainer. 

Kirtc-Otbmer Encyclopedia of Crtemlcal Technology, 3"* ed. Vol. 15, 
20 pp. 473 to 474, discloses a proc^ in whldi liquids are encapsulated using a 
rotating extrusion head containing concentric no2zles. The process is only 
suitable for liquids or slurries, and the products of the process are large beads 
having meltable coatings, such as fats or waxes, iiowever. ^e microcapsule 
containing a single liquid droplet as a core are very susceptible to rupture. 
23 In their article "Mass preparation and characterization of alginate 

microspheres" in Process Bbchemistry 35 (2000) 885 to 888 Mofidi, N. et al. 
describe a method for mass preparation of microspheres, in which method a 
sterilized alginate solution is prepared and the solution is then poured into a 
reactor containing a non-aqueous phase, while being stined. An emulsion of 
30 alginate microdroplets is formed and an appropriate amount of the cross-linJcer 
Is added. Microspheric alginate-gel particles fell to the bottom and they were 
collected by filtration. 

Similarly, Wong. T.W. et al in J. Microencapsulation, 2002 Vol. 19, 
no 4, 51 1 to 522, describe release characteristics from pectin microsphperes 
36 and the method for preparing these microspheres. In this method, pectin ml- 
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« 

aospheres are prepared by a water*in«oii emulsion technique, in which minute 
droplets of pectin containing an active Ingredient dispersed in a liquid hydro- 
phobic continuous phase are hardened and collected by filtration. 

Microencapsulation by a coacen/ation^phase separation process is 
5 Icnown from an article by Joseph A. Bakan in Controlled Release Technolo- 
gies, 1980 by Agis F. Kydonieus. The process consists of a series of three 
steps canried out under continuous agitation: (1) formation of three Immiscible 
chemical phases; (2) deposition of the coating; and (3) rigidizatlon of the coat- 
ing. 

10 Sanghvj, S.P. and Nairn J.G. have studied the effect of viscosity and 

interfacial tension on the particle size of cellulose acetate trimellitate micro- 
spheres. The results are presented in their article in J. Microencapsulation, 
1992, Vol, 9. no 2, 215 to 227. 

In their article In Lebensm. -Wiss, u, -Technol., 33, 80 to 88 (2000) 

15 Lee, S J. and Rosenberg, M. describe a double emulstficatiQn and heat gela- 
tion process for preparing whey protein-based microcapsules. The microcap- 
sules prepared according to the described process are whey protein-based 

ft 

microcapsules containing an apolar core material. 

in their article, in Science Vol. 298» 1 November 2002, Oinsmore et 

20 al. describe selectively permeable capsules composed of colloidal particles. 
The capsules are fabricated by the self-assembly of colloidal particles onto the 
interface of emulsion droplets. After the particles are locked together to fonn 
elastic shells, the emulsion droplets are transferred to a fresh continuous- 
phase fluid that is the same as that inside the droplets. 

25 A disadvantage of the microcapsules or spheres prepared according 

to the cited references of Lee et al, Dinsmore et al, MofidI et al or Wong et al is 
that the microcapsules are only single encapsulated microcapsules and the 
hydrophobic phase is discarded after the microcapsules have been prepared. 

A problem associated with the prior art microcapsules containing 

30 only one single liquid phase droplet is that they are very susceptible to mpture. 
The shell material can break for example during storing or handling of the 
microcapsules, and this causes the liquid of the whole inner phase to run free. 
This results in a sticky mass, and the microcapsules are no longer in the form 
of a free flowing powder. 
. 35 This problem of rupturing can be somewhat alleviated by preparing 

microcapsules which contain a multiplicity of liquid cores, as described in the 
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US patent 5,204.029. However, this process still results In veiy unstable 
microcapsules from which the water phase migrates from the Inner part of the 
microcapsule to the outer part and further outside the oapsule. This further re- 
sults In the condensation of water on the wall of the container. Another prob- 

5 lem associated with the microcapsules according to the cited US patent 
5|204,029 Is that the release of the active ingredient cannot be controlled in 
the microcapsules. 

The present Invention seeks to overcome the problems of the 
known microcapsules, as described above, by providing microcapsules which 

10 are very stable and which provide a controlled and/or sustained release of the 
active ingredient 

Brief description of the invention 

« 

An object of the present invention is thus to provide microcapsules 
comprising a solidified hydrophobic shell matrix, encapsulated aqueous bead 

15 or beads which is/are further encapsulated in the solidified hydrophobic shell 
.matrix, and an active ingredient or active Ingredients dissolved or incorporated 
in the encapsulated aqueous bead or beads, and methods for the preparation 
thereof, so as to solve the above menttoned problems. The objects of the in- 
vention are achieved by microcapsules and a method for preparing microcap- 

20 sutes, which are characterized by what is stated in the independent claims. 
Prefen^d embodimente of the Invention are disclosed in the dependent claims. 

Accordingly, as one aspect, the pr^ent invention provides a micro- 
capsule which comprises a solidified hydrophobic shell matrix, an encapsu- 

m 

lated aqueous bead or beads encapsulated in the solidified hydrophobic shell 
25 matrix, and an active ingredient or active ingredients dissolved or incorporated 
in the encapsulated aqueous bead or beads. 

As. another aspect, the invention provides a method for preparing 
microcapsule^, which method comprises the steps of 

a) providing an aqueous phase and an active ingredient or active 
30 ingredients dissolved or incorporated in tiie aqueous piiase, 

b) providing a hydrophobic phase in meited form, 

c) incorporating or dissolving an encapsulating material or mixture of 
encapsulating materials in the aqueous phase or in the hydrophobic phase, 

d) combining the aqueous phase with the hydrophc^ic phase and 
35 homogenizing or mixing the combined phases to form a water-in-oil emulsion, 

.e) encapsulating the aqueous phase in the emulsion, thus convert- 
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ing the liquid aqueous phase into encapsulated aqueous beads, whereby a 
dispersion comprising aqueous beads is formed and the active Ingredient or 
active ingredients are dissolved or Incorporated in the aqueous beads, and 

f) processing the dispersion obtained in step e) to form microcap- 
5 sules where the encapsulated aqueous beads are further encapsulated in the 
solidified hydrophobic shell matrix. 

A further aspect of the present invention relates to the use of the 
microcapsules of the present Invention in food/feed industry and in pharmaceu^ 
tical or cosmetic applications, 
to The invention is based on the concept of adding an encapsulabng 

materialj for example a hydrocoilotd or any other suitable encapsulating mate* 
rial or mixture thereof, to the aqueous phase comprising the active ingredi- 
ent(s) or to the hydrophobic phase in melted form, forming an emulsion of the 
aqueous phase and of the melted hydrophobic phase and, subsequently, en- 
15 capsulating the ac^ve ingredient(s) in an aqueous bead or beads in the emul- 
sion. The encapsulation of the aqueous phase Is perfonned by gelling, cross- 
linking, coacervation, sintering or by any other suitable means. This results in 
dispersion where encapsulated aqueous beads comprising the active ingredi- 
ent are dispersed in the hydrophobic phase. The dispersion Is cooled below 
20 the melting or dropping point of the hydrophobic phase by any suitable proc- 
ess, which results in the formation of microcapsules. The cooling process can 
be peribmned, for example by spray cooling or fluidized bed cooling. The 
microcapsules comprise a number of encapsulated aqueous beads, which fur- 
, ther contain the active ingredient(s), and the encapsulated aqueous beads are 
2S lurttier encapsulated in a solidified hydrophobic shell matrix. 

An advantage of the present invention is that the release of the ac- 
five ingredient{s) from the microcapsules can be controlled. The release rate of 
a water-soluble active ingredient in a conventionally spray cooled fat matrix 
microcapsule is usually not controlled by the melting of the iai matrix but rather 
30 by the diffusion of water Into the microcapsule and subsequent migration of the 
active ingredient outside the microcapsule. The release rate of the active in- 
gredient from conventional spray cooled microcapsules is usually very high. 
Typically, the release rates of the active ingredients are In the. range of ap- 
proximately 80% release within 15 minutes, depending on the nature of the 
as encapsulated active ingredient. The novel and inventive microcapsules of the 
present invention have a much lower rate and/or sustained release of the ac- 
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tive ingredients since most of the active Ingredients are released when the so* 
lidified hydrophobic shell matrix is actually "melted". The release of the active 
Ingredients from the microcapsules of the present Invention can be controlled 
and the release can be initiated in various ways, for example by heat treat- 

6 ment e.g. by heating, such as in a microwave oven, or by freezing* by stress 
treatment or by any other suitable process. The release of the active ingredi- 
ents from the microcapsules of the present invention can also be sustained or 
it can happen very slowly. 

Another advantage of the microcapsules of the present invention is 

10 that the stability of the microcapsules is improved. Since tine active ingredients 
are dissolved or incorporated in encapsulated, preferably in gelled or cross- 
linked aqueous beads, which are further encapsulated in the solidified hydro- 
phobic shell matrix, the aqueous phase is not able to migrate or evaporate to 
the shell matrix or outside the shell matrix. 

■ 

15 An advantage of the microcapsules of the present invention com- 

pared to the microcapsules of the prior art, for example microcapsules pre- 
pared according to the cited references of Lee et al, Dinsmore et al, Mofidi et al 
or Wong et al« is that the hydrophobic phase is used to fomn a further encapsu- 
lation, thus forming microcapsules, where the active rngredient(s) Is/are first 

20 encapsulated inside an aqueous bead and then further encapsulated in a hy- 
drophobic phase. 

The new improved properties of the microcapsules of the present 
Invention enable the use of the microcapsules of the present invention in a 
wide variety of applications, for example in various applications in the food 

25 /feed or phamiaceutical fields. 

Yet another advantage of the method of the invention is that It en- 
ables a high production cepacia to be achieved while the costs are still low. 

Brief description of the drawings 

In the following, the invention will be described in greater detail by 
30 means of preferred embodiments and with reference to the examples. 

Figure. 1 1s a graphical presentation of the results of Example 7. it il- 
lustrates the comparison betuveen release rates of encapsulated and 
conventionally spray cooled calcium propionate. . 

* 

D tailed description of the invention 
35 The present invention relates to microcapsules which comprise a 
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solidified hydrophobic shell matrix, an encapsulated aqueous bead or beads 
which Is/are further encapsulated In the solidified hydrophobic shell matrix, and 
an active ingredient or active Ingredients dissolved or incorporated In the en- 
capsulated aqueous bead or beads. 

5 Preferably, the aqueous bead con^ns an encapsulating material, 

such as a hydrocolloid or any other suitable encapsulating material or mixture 
thereof in a concentration suitable to be susceptible to gelling, cross-linking, 
coacen/ation or sintering. Preferably, the encapsulated aqueous bead is a 
gelled or cross-linked hydrocolloid bead. 

10 According to one aspect of the present Invention, the active Ingredi- 

ent or active ingredients is/are double encapsulated in the microcapsules. 
Rrst, the active ingredient is dissolved or Incorporated In an aqueous phase 
containing encapsulating material, such as hydrocolloid or any other suitable 
encapsulating material or mixture thereof, and the aqueous phase is encapsu- 

15 lated, for example by gelling, cross-linking, coacen/ation, sintering or by any 
other suitable means, and the resulting encapsulated aqueous bead or beads 
Is/are further encapsulated In a solidified hydrophobic shell matrix. 

The hydrophobic shell matrix is selected based on desired proper- 
. ties of the microcapsule, for example based on the Intended use of the micro- 

20 capsules, storage temperature, etc. The hydrophobic shell matrix should have 
a melting point above 45''C so that It can be stored at room temperature, in 
general any hydrophobic material can be used If the microcapsules are stored 
below the melfing temperature of the hydrophobic material. 

In this application, melted form means that the hydrophobic phase is 

25 at the towest temperature at which the hydrophobic phase is sufficiently fluid to 
drip, as determined by test metiiod ASTM D 566 or D 265. 

The hydrophobic shell matrix is selected from the group comprising 
fats, oils, waxes, resins, emulsifiers or mixtures thereof, whfeh are preferably 
Ibod-grade. Preferably the hydrophobic shell matrix is selected from the group 

30 comprising animal oils and fats, fully hydrogenated vegetable or animal oils, 
partially hydrogenated vegetable or animal oils, unsaturated, hydrogenated or 
fully hydrogenated fatty adds, unsaturated, partially hydrogenated or fully hy- 
drogenated fatty acid monoglycerides and diglycerides, unsaturated, partially 
hydrogenated or fully hydrogenated esterified fatty acids of monoglycerides or 

35 diglycerides, unsaturated, partially hydrogenated or fully hydrogenated free 

animal waxes, vegetable waxes, mineral waxes. 
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synthetic waxes, natural and synthetic resins and mfadures thereof. 

Animal oils and fats are such as, but not restricted to, beef tallow 
mutton tallow, lamb tallow, lard or pork fat. spemi oil. Hydrogenated or partially 
hydrogenated vegetable oils are such as. but not restricted to, canola oil cot- 
tonseed oil. peanut oil. com oil. olive oil. soybean oil. sunflower oil. safflower 
oil. coconut oil. palm oil. Unseed oil. tung oil and castor oil. Free fatty adds are 
such as. but not restricted to. stearic acid, palmitic acid and oleic acid. Other 
emuisrflers are such as. but not restricted to. polyglycerol esters, sorbitan es- 
ters of fatly acids. Animal waxes are such as. but not r^tiicted to, beeswax 
lanolin, shell wax or Chinese insect wax. Vegetable waxes are such as, but not 
restricted to. camauba. candellUa, baybeny or sugarcane waxes. Mineral 
waxes are such as, but not restricted to. paraffin, microcrysalline petroleum 
ozocerite, ceresin or montan. Synthetic waxes are such as. but not restricted 
to. low molecular weight pdyoleffn. polyoi ether-esters 'and FIsher-Tropsch 
process synthetic waxes. Natural resins are such as rosin, balsam, shellac and 



zein. 



The encapsulated aqueous bead(s) in the microcapsules of the pre- 
sent invention contain encapsulating material, such as a hydrocolloid which Is 
any food^rade hydrocolloid or any other suitable encapsulating material and 
wh ch is susceptible to encapsulation by gelling, cro88^lnklng, coacervation 
sintering or by any other suitable means. 

The encapsulating material is selected from the gmp comprising 
hydrocolloids. sodium alginate, gum araWc. gellan gum, starch, modified 
starch, guar gum. agar gum. pectin, amidified pectin, carrageenan. xanthan. 
gelatine, chitosan. mesquite gum, hyaluronic acid, cellulose derivatives such 
as cellulose acetate phtalate. hydroxy propyl methylcellulose (HPMC), methyl 
cellulose, ethyl cellulose and cariibxy methyl cellulose (CMC), methyl acrylic 
copolymers, such as Eudragit®. psyllium, tamarind, xanthan. locust bean gum 
whey protein, soy protein, sodium caselnate. any food^rade protein, shellac 
zein. any synthetic or natural water-soluble polymers, any wateiv^nsoluble mU 
croparfcles. such as silicone dioxide, titanium dioxide, synthetic or natural 
food-grade polymer beads or any water-insoluble solid particles which have a 
particle size substantially smaller than the size of the aqueous droplets In the 
aqueous phase and susceptible to sintering and mixtures thereof. 

The aqueous beads in the microcapsules of the present Invention 
are encapsulated. In this application, encapsulation means gelling, cross- 
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linking, coacervation. sintering or encapsulation by any other suitable means of 
encapsulating. Preferably, the aqueous beads in the microcapsules of the pre- 
sent invention contain a hydrocolloid and the beads are preferably either gelled 
or cross-iinlced. 

5 According to a preferred embodiment of the present invention, a 

■ 

microcapsule comprises a sotidified hydrophobic shell matrix, a gelled or 
cross-lini^ed aqueous hydrocolloid bead or beads encapsulated in the solidified 
hydrophobic shell matrix, and an active ingredient or active ingredients 
dissolved or incorporated in the gelled or cross-linked aqueous hydrocolloid 
10 bead or beads. 

» 

The gelled hydrocolloids have a gelling temperature above room 
temperature. Examples of gelled hydrocolloids Include cairageenani gelatine, 
guar gum, agar gum, starch, modified starch and mbdure of xanthan and locust 
bean gum, mixture of can'ageenan and locust bean gum and mixture of any 

15 gelling hydrocolloids and other non-gelling hydrocolloids. 

The cross-linking of the hydrocolloids is carried out by using cross- 
linking agents or by a variety of mechanisms. If the hydrocolloid is a protein or 
polysaccharide bearing amino groups, it can be cross-linked by using dialde- 
hydes, such as glutaraidehyde. If the hydrocolloid is a polysaccharide, such as 

20 sodium alginate, geilan gum or pectin, it can be cross-linked with multivalent 
ionSi such as calcium.or magnesium. The cross-linking can also be carried out 
by other mechanisms, such as heating, pH adjustment, applying pressure or 
by enzymatic cross-linking. Proteins, for example, can be cross-linked by sub- 
jecting a protein to a high pressure, preferably from 5 to 200 bar, and/or by 

25 • subjecting a protein to a temperature which is above the denaturation tempera- 
ture of the protein. The enzymatic cross-linking of proteins can be earned out 
for example with transglutamidase. Based on the hydrocolloid used» a person 
skilled In the art is able to decide which method of gelling or cross-linking is 
used. 

30 The aqueous beads in the microcapsules of the present invention 

can be encapsulated by coacervation. The coacervation of the encapsulating 
material, such as hydrocolloid, is carried out by using any suitable coacerva- 
tion process. The coacervation can be performed for example by adding 
salt(s), sugar(s), or other additives, which cause the phas separation of the 

35 encapsulation material, such as the hydrocolloid(s). The coacervation can also 
be peri'omied by subjecting the emulsion to heating, cooling, pH change by 
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adding acid or base, which cause the phase separation of the encapsulating 
materidl(s), such as the hydrocolloid(s). The deposition of the coacervated 
phase around the aqueous phase and at the Interface between the hydropho- 
bic matrix and the aqueous phase is spontaneous and driven by surface ten* 
sion forces. The coacervate layer can afterwards be subjected to cross-linl<ing 
or hardening by any suitable means, which are Icnown to persons skilled in 
coacervation. 

The encapsulating materials suitable for coacervation are selected 
form the group comprising shellac, zein, any synthetic or natural hydrophobic 
polymers, fats, emulsifiers, waxes, any mixture of oppositely charged hydrocoi- 
loids, such as gelatine/arable gum, geiatine/CIMC, any proteins/ionic hydrocol- 
loids, any combination of hydrocollolds and a solubility-reducing agent such as 
salts, sugars, acids or bases, or sucrose acetate isobutyrate (SAIB), dammar 
gum and glyceryl esters of wood rosin or mixtures thereof. 

Sintering means in this application that the micro particles are fused 
together to form a porous or non*porous film. The sintenng of the encapsulate 
ing material is carried out by providing a suitable amount of solid, non-soluble 
micro particles, which have a particle size substantially smaller than the size of 
the aqueous droplets in the aqueous phase. The micro particles are for exam- 
ple such as silicone dioxide, titanium dioxide, synthetic or natural food-grade 
polymer beads or any water-insoluble solid particles which have a partide size 
. substantially smaller than the size of the aqueous droplets in the aqueous 
. phase. The micro particles are then allowed to deposit spontaneously around 
the aqueous phase by subjecting the micro particles to temperatures above 
2S their sintering temperature or the glass transition temperature, thereby forming 
a continuous film of the micro particles. 

The active Ingredient or mixture of active ingredients dissolved or 
. • incorporated in the gelled, cross-linked, coacervated or sintered aqueous bead 
can be any ingredient, preferably a hydrophilic food or pharmaceutical Ingredi- 
30 ent, and it is selected based on the desired use of the microcapsules. The ac- 
tive Ingredient can be tor example an inorganic or organic salt or acid, such as 

« 

calcium propionate, propionic acid, sorbic acid, calcium sorbate, ascorbic acid, 
' sodium chloride, fumarlc acid, po^sslum sorbate, citric acid or sodium bicar- 
bonate. The active Ingredient can also be a flavouring agent, such as a pizza 
36 flavour or a coffee flavour, or the active ingredient can be an antimicrobial or a 
. preservative agent, such as nisin/natamycin, nutrient or vitamin, such as vita- 
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min C. A mixture of any of the above mentioned ingredients can also be used 
in the microcapsules. 

Preferably, the active ingredient is selected from the group comprise 
ing flavours, flavour enhancers, nutrients, vitamins, preservatives, leavening 

5 agents, micro organisms, aclduiants, antioxidants, colours, enzymes, gases, 
thickeners and any other food or pharmaceutical ingredients. Suitable phar- 
maceutically active ingredients include antibiotics, antimicrobials, anti- 
Inflammatory agents, analgesics, sedatives, hypnotics, anxiolytic agents, anti- 
histamines, antiantiythmics, antihypertensive agents, anfipartdnson agents, 

10 hormones. 

The microcapsules of the present invention comprise approximately 
1 to 100 aqueous beads encapsulated in the hydrophobic shell matrix, pref- 
erably 5 to 50 aqueous beads. The size of a microcapsule is approximately be- ' 
tween 40 to 800 microns, preferably 100 to 150 microns. The size of one 

IS aqueous bead is appnsximately between 0.1 to 20 microns, preferably 1 to 5 
microns. The number as well as the size of aqueous beads encapsulated in 
the solidified hydrophobic shell matrix In ttie microcapsule may vary, depend- 
ing on the intended use of the microcapsules. The size of the microcapsules of 
the present invention may also vary depending on the intended use. 

20 The present inveniion also relates to a novel method for preparing 

the microcapsules of the present invention which method comprises the steps 
of 

a) providing an aqueous phase comprising an active ingredient or 
active ingredients dissolved or incorporated in Uie aqueous phase, 
25 b) providing a hydrophobic phase in melted form, 

c) incorporating or dissolving an encapsulating material or mixture of 
encapsulating materials in the aqueous phase or in the hydrophobic phase, 

d) combining the aqueous phase with the hydrophobic phase and 
homogenizing or mixing the combined phases to forni a water-in-oii emulsion. 

30 e] encapsulating the aqueous phase in the emulsion, thus convert- 

ing the liquid aqueous phase into encapsulated aqueous beads, whereby a 
dispersion comprising aqueous beads is formed and Oie active ingredient or 
active ingredients are encapsulated jn the aqueous beads, and 

f) processing tha dispersion obtained in step e) to fbnii microcap- 

35 sules where the encapsulated aqueous beads are further encapsulated in tiie 
solidified hydrophobic shell matrix. 
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The aqueous phase means in this application water or a mbAute of 
water and any other water-miscible solvents, such as ethanol, ethylene glycol 
or glycerol. The aqueous phase may also contain additives, such as carbohy* 
drates. such as monosaccharides or oligosaccharides to modify the properties 

5 of the hydrocoUold gel, inorganic salts to modify the properties of protein gels, 
preservatives to avoid deterioration of the microcapsules by bacteria or fungus 
or emulslfiers as processing aids, sorbiten tristearate or other erhuisifiers as 
crystal form modifier, hydrophobic natural or synthetic polymers to modify me< 
chanical properties of the matrix, plastizisers, preservattves to avoid deteriora- 

10 tlon of the microcapsules. 

The combining of the aqueous phase with the hydrophobic phase is 
preferably performed by mixing. 

The homogenizatlon in step d) is preferably performed by high- 
shear mixing or by in-line mixing. 

16 The encapsulating material Is a hydrocoUold, a mb(ture of hydrocol- 

tolds or any other encapsulating material or mixture thereof. 

The encapsulating material is selected from the group comprising 
hydrocollolds. sodium alginate, gum arable, gelian gum, starch, modified 
staroh, guar gum, agar gum, pectin, amidified pectin, canageenan. xanthan, 

20 gelatine, chitosan, mesquite gum, hyaluronic acid, cellulose derivaWes such 
as cellulose acetate phtalate, hydroxy propyl methylcelluiose (HPMC), methyl 
cellulose, ethyl cellulose and carboxy methyl cellulose (CMC), methyl acrylic 
copolymers, such as Eudragit®, psyllium, tamarind, xanthan, locust bean gum. 
whey protein, soy protein, sodium caselnate, any food-grade protein, shellac, 

25 zein, any synthetic or natural water-soluble polymers, any water-insoluble mi- 
cropartlcles, such as silicone dioxide, titanium dioxide, synthetic or natural 
food-grade polymer beads or any water-insoluble solid particles which have a 
particle si2» substantially smaller than the size of the aqueous droplets in the 
aqueous phase and susceptible to sintering and n^ures thereof. 

30 The encapsulating In step e) is peribrmed by gelling, cross-linking, 

coacervation, sintering or by any other suitable encapsulating process which 
results in the encapsulation of Qie aqueous phase comprising the active ingre- 
dient or active btgredient 

The encapsulating by gelling in step e) is peribrmed by cooling the 
35 emulsion. The encapsulating materials suitable as gelling encapsulating mate- 
rials are selected from the group comprising carrageenan. gelatine, starch. 



* 
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modified starch, agar gum, guar gum and mixture of xanthan and locust b6an 
gum or mixture of any gelling hydrocolloids. 

The encapsulating by cross-linking in step e) Is perfonned by using 
cross-linking agents or by a variety of mechanisms, such as heating, applying 
5 pressure or by enzymatic cross-iinldng. The cross-linking can be performed by 

m 

subjecting the emulsion to heating at a temperature between 60 and 120^0, 
The cross-linking can also be performed by subjecting the emulsion to a pH 
value, which causes the denaturation of the hydrocolloids. The pH value is be« 
tween 2 and 12. The cross-linking can also be performed by subjecting the 

10 emulsion to pressure between 2 to 200 ban 

The cross-Unking agent is selected from the group comprising dial- 
dehydes, such as glutaraldehydep divalent ions, such as calcium or magne- 
sium or enzymes or other cross-linking compounds, such as inridoids. 

The encapsulation by gelling or cross-linking results in microcap- 

15 sules, where the active ingredient is encapsulated in jelly-like beads formed 
from the hydrocolioid network and these are then further encapsulated in the 
hydrophobic shell matrix* 

The encapsulating by coacervation in step e) is peiformed by reduc-- 
ing the solubility of the encapsulating material, such as the hydrocolioid, so 

20 that a coacervate phase is formed, and which coacervate phase further depos- 
its itself around the aqueous phase. The aqueous phase in the emulsion is en- 
capsulated forming a dispersion containing encapsulated solid aqueous beads. 

The coacervation can be performed either by using a hydrophilic 
encapsulating material or by using a hydrophobic encapsulating material. If 

25 hydrophilic encapsulating material is used, the hydrophilic encapsulating ma- 
terial is first dissolved In the aqueous phase and a solubilify*reducing process, 
such as a change in the temperature or pH or use of additives, is applied to 
bring the hydrophilic encapsulating material out of the aqueous phase, which Is 
followed by the deposition of said encapsulating material at the Interface be- 

30 tween the hydrophobic phase in the nielted form and the aqueous phase. After 
that the encapsulating material Is optionally hardened by changing the tern- 
pisrature or pH or by adding additives. When hydrophobic encapsulating mate- 
rial is used; the hydrophobic encapsulating material is first dissolved in the hy- 
drophobic phase in melted form and a solubility-reducing process, such as 

35 change in the temperature or adding additives, is applied to bring the hydro- 
phobic encapsulating material out of the hydrophobic phase. This is followed 



I 
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by deposition of said encapsulating material at the interfece between the hy- 
drophobic phase and the aqueous phase. 

The encapsulating material suitable as coaceivation encapsulating 
material is selected from the group comprising shellac, zein, any synthetic or 
5 natural polymers, cellulose acetate phtalate, hydmxy propyl methylcellulose 
(HPMC), ethyl cellulose, methyl cellulose, carboxy methyl cellulose (CMC), 
methyl acrylic copolymers, such as Eudragit®, any mixture of oppositely 
charged hydrocolloids such as gelatine/arabic gum. gelatine/CI\4C, any pro- 
teins/ionic hydrocoiloidSp any combination of hydrocolloids and a solubility- 
10 reducing agent such as salts, sugars, add or base, or sucrose acetate isobu* 
tyrate (SAIB), dammar gum, glyceryl esters of wood rosin, or mixtures thereof. 
In the case where fats, waxes or emulsifiers are used, they must differ from the 
hydrophobic matrix 

The encapsulating by sintering in step e) is performed by providing 
15 a suitable amount of solid, non-soluble micro particles, such as silicone diox- 
ide, titanium dioxide, synthetic or natural food<grade polymer beads or any wa- 
ter-insoluble solid particles which have a particle size substantially smaller than 
the size of the aqueous droplets in the aqueous phase, and which micro parti* 
des are susceptible to sintering in tiie emulsion. After that the micro partides 
20 are allowed to deposit spontaneously around the aqueous phase at the inter- 
face between the hydrophobic phase and tile aqueous phase and subjecting 
the micro particles to a temperature above tiieir sintering temperature or their 
glass transition temperature. The micro particles are fused together to form a 
continuous film. A dispersion of aqueous beads enrapsulated by a thin film of 
25 sintered micro partides in the hydrophobic shell matrbc is thus formed. 

The encapsulating materials suitable as sintering encapsulating ma- 
ferials are selected fonn the group comprising any water-insoluble microparti- 
des, such as silicone dioxide, titanium dioxide, synthetic.or natural food-grade 
polymer beads or any water-insoluble solid particles which have a particle size 
30 substantially smaller than the size of the aqueous droplets in the aqueous 
phase in the hydrophobic matirix. * 

The encapsulation by coacen/ation or sintering results in microcap- 
sules, where a thin coating of tiie encapsulating material Is deposited around 
• ttie aqueous beads comprising adive ingredient(8) and the bead or the beads 

m 

35 is/are furtiier encapsulated in the hydrophobic shell matrix 

The forming of tiie dispersion of tfie combined solution In step e) is 
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performed by any suitable process or means which reduce the solubility of the 
dissolved encapsulating material resulting in the deposition of the 
encapsulating material around the aqueous phase. Preferably step e) is per* 
formed by a temperature change, either by decreasing or increasing the tern- 

* 

s perature, or by addition of additives. * 

The processing in step f) is canled out by any suitable method, 
which results in ttie solidificaiion of the hydrophobic phase fomiing a hydro- 
phobic shell matrix and the forrnation of the microcapsule. Preferably the proc- 
essing is done by spray cooling or by fluidlzed bed cooling, 

10 * The hydrophobic phase is selected based on desired properties of 

the microcapsules, for example based on the intended use of the microcap- 
sules, storage temperature, etc. The hydrophobic phase should preferably 
have a melting point above 45^C so that it can be easily stored at room tem- 
perature. 

15 In this application, meRed form means that the hydrophobic phase 

Is at the lowest temperature at which the hydrophobic phase is sufficiently fluid 
to drip, as detenmined by test method ASTM D 566 or D 265. 

The hydrophobic phase is selected from the group comprising fats, 
oils, waxes, resins, emulsifiers or mixtures thereof, which are preferably food- 

20 grade. Preferably the hydrophobic phase is selected from the group comprising 
animal oils and fats» fully hydrogenated vegetable or animal oils, partial^ hy- 
drogenated vegetable or animal oils, unsaturated, partially hydrogenated or 
fully hydrogenated fetty acid monogiycerides and diglycerides, unsaturated, 
partially hydrogenated or fiilly hydrogenated esterifled fatty acids of monoglyc- 

25 erides or diglycerides, unsaturated, partially hydrogenated or fully hydrogen- 
ated free fatty acids, other emulsifiers, animal waxes, vegetable waxes, min- 
- erai waxes, synthetic waxes, natural and synthetic resins, and mixtures 
thereof. ' 

Animal oils and fats are such as beef tallow, mutton tallow, lamb tal- 
30 low. lard or pork fat, spemn oil. Vegetable ofls are such as canola oH, rotten- - 
seed oil. peanut oil, com oil, olive oil. soybean oil, sunflower oil. saffbwer oil. 
coconut oil, palm oil, linseed oil, tung oil and castor oil. Free fatty acids are 
such as stearic acid, palmitic acid and oleic acid, other emulsifiers such as 
fatty acid esters of sorbitan and polygycerol esters, animal waxes, such as 
35 beeswax, lanolin, shell wax or Chinese insect wax. Vegetable waxes are such 
. as camauba, candelilla, bayberry or sugarcane. IVIineral waxes are such as 
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paraffin, microcrysalllne petroleum, ozocerite, ceresin or montan. Synthetic 
waxes are such as low molecular weight polyolefin, polyol ether-esters and 
FIsher-Tpopsch process synthetic waxes. Natural resins are such as rosin, bal- 
sam and shellac and 2e\n. 

ft 

The active Ingredient or mixture of active ingredients can be any hy- 
diophilic Ingredient, preferably a food-grade or phannaoeutical Ingredient, and 
It Is selected based on the desired use of the microcapsules. The active ingre- 
dient can be for example a salt or an acid, such as calcium propionate, propi- 
onic add. sorbio add, calcium sorbate, ascorbic acid, sodium chloride, fumaric 
acid, potassium sorbate. citric add or sodium bicarijonate. The active ingredi- 
ent can also be a flavouring agent, such as pizza flavour or coffee flavour, or 
the active Ingredient can be an antimicrobial or a preservative agent, such as a 
bacterlocin (e.g. nisin or pediocin), natamydn, nutrient or vitamin, such as vi- 
tamin C. 

Preferably, the active ingredient is selected from the group compris- 
ing flavours, flavour enhancers, nutrients, vitamins, preservatives, leavening 
agents, micro organisms, addulants, antioxidants, colouis. enzymes, gases 
thid^eners and any other food or phannaceutlcal Ingredients. Suitable phanna- 
ceutlcally adlve Ingredients include antibiotics, antimicrobials, antl- 
inflammatonr agents, analgesics, sedatives, hypnotics, anxiolytic agents, anti- 
histamines, antiarrtiythmics. antihypertensive agents, antlparldnson agents and 
hormones. 

« 

Preferably the present invention relates to a method whldi com- 
prises the steps of 

a) providing an aqueous phase comprising a hydrooollold or a mix- 
ture of hydrocollolds and an active ingredient or active ingredients, 

b) providing a hydrophobic phase in melted form, 

c) combining the aqueous phase of step a) with the hydrophobic 
matrix of step b) and homogenizing the combined solution to form an emulsion. 

d) gelling or cross-linking the hydrocolloids in the emulsion, whereby 
a dispersion comprising gelled or cross-linked hydrocollold beads is fomied 
and the active ingredient or adh^e Ingredients are dissolved or Incorporated in 
the gelled or cross-linked hydrocollold beads, and 

In step d) by spray cooling or flu- 
idized bed cooling to fomn microcapsules where the gelled or cross-linked 
hydrocollokl beads are encapsulated in the solidified hydrophobic shell matrix. 
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The combining of the aqueous phase of step a) with the hydrophO'* 
bio phase of step b) is preferably performed by mixing. 

The homogenlzation in step c) Is preferably performed by high* 
shear mixing or by in-line mixing, 
s The hydrocolloid to be used in the present invention is any food* 

grade hydrocolloid and it is preferably water-soluble and susceptible to gelling 
and/or cross-linking. 

The hydrocolloid is selected from Ihe group comprising sodium algi- 
nate, arable gum, gellan gum, starch* modified starch, guar gum, pectin, amidi- 
10 fied pectin, carrageenan, gelatine, chitosan, mesqulte gum, agar gum. hyalu- 
ronic acid, whey protein, soy protein, sodium caseinate, xanthan/locust bean 
gum mixture, cellulose derivatives such as cellulose acetate phtalate, hydroxy 
propyl methylceilulose (HPMC), methyl cellulose, ethyl cellulose and carboxy 
methyl cellulose (CMC), methyl acrylic copolymers, such as EudragitiS), psyl- 
15 lium, tamarind, xanthan, locust bean gum, whey protein, soy protein, sodium 
caseinate, any food-grade protein, shellac, zein, any syntiietic or natural water- 
soluble polyrners, and mixtures thereof. 

The hydrocolloid comprised in the emulsion is preferably either 
gelled or cross-linked. The hydrocolloids to be gelled have a gelling tempera- 
20 ture above the storage temperature. Examples of gelling hydrocolloids include 
can-ageenan, gelatine, starch, modified starch, agar gum, guar gum and mbc- 
ture of xanthan and locust bean gum or mixture of any gelling hydrocolloids 
and any otiier non-gelling hydrocolloids* The gelling of the hydrocolloids in the 
emulsion is performed by the cooiing of the emulsion, either before or during 
25 the cooling step, if the gelling of the hydrocolloid is carried out during the 
cooling, the emulsion is cooled after being formed. If the gelling of the hydro- 
colloid is earned out before the spray cooling; a dispersion is fomned which 
comprises gelled hydrocolloid beads, and this dispersion is then cooled to form 
microcapsules. 

30 The cross-linking of the hydrocolloids Is carried out by using cross- 

linking agents or by a variety of mechanisms. If the hydrocolloid is a protein or 
a polysaccharide containing amino groups, such as chitosan, acic, arable gum 
or mesquite gum, it can be cross-linked by using dialdehydes, such as glu- 
taraldehyde. If the hydrocolloid is a polysaccharide, such as sodium alginate, 

35 gellan gum or pectin, it can be cross*linked with multivalent ions, such as cal- 
cium and magnesium. The cross-linldng can also be carried out by other 
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mechanisms, such as by heating, by applying pressure or by enzymatic cross^ 
linking. Proteins, for example, can be cross-linked by subjecting to high pres* 
sure, preferably from 2 to 200 bar, and/or by subjecting a protein to a tempera- 
ture which Is above the denaturation temperature of the protein. The tempera- 
5 ture during the heating depends on the hydrocolloid to be cross-iinked. The 
enzymatic cross-iinking of proteins can be canled out for example with trans- 
gtutamidase. A person skilled in the art is able to decide which method of gel- 
ling or cross-linking is used based on the hydn^cblloid used. 

The cross-linking agent is selected from the group comprising dial- 
10 dehydes, such as giutaraldehyde, divalent ions, such as calcium or magne- 
sium or other cross-linking compounds, such as irridoids* 

The cooling of the dispersion is preferably performed by spray cool- 
ing in a spray cooling tower or by fluidlzed bed cooling in a fluidized bed appa- 
ratus. During the spray cooling ^e hydrophobic matrix, which is in a melted 
15 form in the dispersion, is cooled so that it solidifies into particle form, encapsu- 
lating the hydrocolloid bead. Room temperature gas or cooled gas can be used 
in the cooling tower. Preferably the gas or the cooling gas is air. The tempera- 
ture of the cooling gas is between -270 and SO^C, preferably between -50 and 
40^C and more preferably between -20 and 20^C. 
20 The hydrophobic phase is selected as described above. 

The active ingredient is selected as described above. 
The properties of the microcapsules can be altered by altering the 
process parameters of the above-described methods. For example, pastizisers 
can be added into the hydrophobic matrix phase to improve fle^dbillty and to 
25 rnodify mechanical properties of the outer shell, lipase enzymes can be added 
in to the aqueous phase to modify the release rate. 

' One microcapsule prepared according to the method of the present 
invention comprises approximately 1 to 100 aqueous beads embedded In the 
hydrophobic shell matrix, prefei^bly 5 to 50 aqueous beads. The size of the 
30 microcapsule is approximately 40 to 800 mterons, preferably 100 to 150 mi- 
crons. The size of one aqueous bead is approximately 0,1 to 20 microns, pref* 
erably 1 to 5 microns. 

• The present invention also, relates to the use of the microcapsules of 
the present Invention. The microcapsules described above can be used in a 
35 wide variety of applications in food industry and in phanmaceutical applications. 

The microcapsules of the present invention can be used in a great 
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variety of applications, depending for example on the properties of the micro- 
capsules, the active ingredient or a mixture thereof, the hydrocolloid, the hy- 
drophobic matrix or the size of the microcapsules. A controlled release of the 
active ingredients from the microcapsules is achieved by the present invention. 

5 The release of the active ingredients from the microcapsules can be controlled 
by initiating the release in various ways, for example by heat treatment, by 
heating in a microwave oven, or by any other suitable process. The release of 
the active ingredients from the microcapsules of the present invention can also 
happen very slowly. The release of the ingredient also takes place upon freez- 

10 ing of the microcapsules. Freezing causes the water phase to expand, which 
causes the external hydrophobic matrix to cradt. Upon thawing, the active in- 
gredient is quickly released from the microcapsule. 

in bakery, for example, delayed release of antlmoMIng agent can be 
achieved with the microcapsules of the present Invention. This is very Impor- 

15 tant in order to avoid inhibition of the required activity of the baker's yeasL If 
nisin or natamycin is used as the active Ingredients, increased heat stability Is 
achieved for example in pasteurised or heat-processed foods. Delayed release 
of sodhim chloride is also very important for example in cheeses to avoid 
hannful interaction with starting cultures. Thermal stabil'ity of vitamin C in bak- 

20 ery/confectionary can be achieved with the mterocapsules of the present inven- 
tion. 

The present invention relates to the use of microcapsules as fla- 
vours, bacterlodn agents, preservative agents aiid agents providing slow, con- 
trolled and/or sustained release of the active lngredient(s). The microcapsules 
26 of the present invention are used In a wkie variety of phannaceutical applica- 
tions where slow, controlled and/or sus^ned release of the phannaceutrcally 
active ingredient Is required. Such uses include for example depot-tablets and 
trans-dennai application systems. 

Controlled r^ease of flavours in food products, such as baked 
30 goods, pizza, instant coffee, tea bags, is achieved with the microcapsules of 
the present Invention containing flavours as the active ingredient The encap- 
sulated flavours are retained In the product until heat and/or stress treatment is 
. applied to release the flavours. Heat can be provided for example by a micro- ' 
wave-oven, conventional oven or hot water. Stress can be provided for exam- 
35 pie by processing conditions or mastication. 
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Slow release of bacteriocin for example in processed meat products 
or in beverages, such as orange Juice, is achieved with the microcapsules of 
the present invention. If a preservative agent Is used as an acfive ingredient in 
the microcapsules of the present inventioni the preservative agent is slowly re- 
leased in the product as it is naturally degraded. This effectively prevents 
growth of fungi or other undesirabte micro organisms for a longer period of 
time than a non-encapsulated preservative, thus ensuring a longer shelf life for 
flie food product. The coating can also provide thennal stability to bacteriocin 
and preservative agents so as to survive heat treatment and harsh processing 
conditions; but to r^ain active during storage of the processed product 

The microcapsules of the present invention provide delayed release 
of salt in cheese production, which allows a 1 -step process instead of a 2-step 
process. The delayed release of salt allows the starter culture to work properly 
at the beginning without being subjected to the detrimental effect of salt. When 
fermentation Is over, the salt is relrased. In a typical process, salt is added af- 
ter fermentation by time-consuming dipping of the cheese in brine. 

Delayed release of an antimicrobial agent in bakeiy applications is 
achieved by the microcapsules of the present Invention. The presen^atlves are 
widely used to extend the shelf life of breads and other balteiy products, but at 
the expense of detrimentally affecting the effectiveness of the yeast The de- 
layed release allows a more efficient use of the yeast, while also providing the 
preservative properties after the active ingredient is released during baking. 
As an added benefit, propionic acid, which is much more potent than its cal- 
cium salt but much more difficult to handle due to its high acidity and liquid 
form, can be transfinmed Into a stable powder which is easy to handle. 

The pharmaceutlcaliy active Ingredients encapsulated according to 
the present invention provide stow, controlled and/pr sustained release of the 
active Ingredient over time, for example In depot-tablets, In a much cheaper 
way compared to how it is perfonmed today (by fluidized bed coaling). The en- 
capsulation according to the present Invention also provides stability of the 
pharmaceutically active ingredients In the gastric tract (low pH). which enables 
them to be released later on h the intestinal tract where most of the pharma- 
ceutically active ingredients are actually absorbed. Examples of suitable phar- 
maceutically active Ingredients include antibiotics, antlmicroblate, anti- 
Inflammatory agents,, analgesics, sedatives, hypnotics, anxiolytic agents, anti- 
histamines, antianhytiimlcs, antihypertensive agents, antiparkinson agents and 
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hormones. 
Examples 

Example 1 - Encapsulation of pizza flavour, 

First, a solution of 1.5 g K-carrageenan in 110 ml of water is pre- 
5 pared at 85°C« To this is added 110 ml of a pre-heated (80^C) water-soluble 
liquid pizza flavour. The resulting mixture is thoroughly mixed. Secondly, a mix- 
ture of 200 g of a vegetable triglyceride (GRINDSTED ® PS 101, m.p. 58°C) 
and 1 1 g of acetylated emulsrfier (Acetem 50 00) is melted at 85*^0 in a water 
bath. The melted fat mixture is l<ept under homogenization (Siiverson mixer, 
10 8000 rpm) as the aqueous mixture is slowly Incorporated, The homogenization 
is maintained for 5 minutes after the whole aqueous mixture Is added and then 
a solution of 0,45 g of polysorbate 80 in 15 ml of water is added under con- 
stant mixing. The resulting low-viscosity water-inoil emulsion Is then immedi- 
ately spray cooled in a NIro spray tower using the following parameters: inlet 
15 air temperature lO'^C, outlet air temperature rotating atomization wheat 
speed 10 000 rpm. A pizza-smelling free flowing powder is obtained. 

A 6" frozen model pizza is sprinlded 1.5 g of the flavoring powder 
and baked in the microwave for 2 minutes at medium-high intensity. The fla- 
20 vored pizza samples have a distinctly stonger pizza anama when exiting the 
microwave compared to control pizza samples. 

Example 2 - Encapsulation of coffee fiavon 

First, a solution of 1.5 g x-carrageenan in 110 ml of water is pre- 
pared at 85*'C. To this is added 110 ml of a pre-heated (80^C) water-soluble 

25 coffee flavor. The resulting mixture is thoroughly mixed. Secondly, a mixture of 
200 g of a vegetable triglyceride (GRINDSTED ® PS 101. m.p. 58"C) and 11 g 
of acetylated emuisifier (Acetem 50 00) Is melted at 85°C in a water batti. The 
melted fat mixture is l<ept under homogenlzaUon (Siiverson mixer, 8 Id^PM) as 
the aqueous mbcture is slowly incorporated. The homogenization is mainteined 

30 for 5 minutes after the whole aqueous mixture is added and then a solution of 
0.45 g of polysorbate 80 In 15 ml of water is added under constant mixing. 
The resulting low-viscosity water-in-oil emulsion is then immediately spray 
cooled in a Niro spray tower using the following parameters: inlet air tempera- 
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ture ICC, outlet air temperature 28''C, rotating atombatlon wheel speed 10 
000 rpm. A coffee-smelling free flowing powder is obtained. 

The flavoring powder is added to hot water (90"C) and a strong cof- 
fee aroma evolves within one minute. 

• 

Example 3. - Encapsulation of nIsin 

First, a solution of 15 g K-carrageenan In 1000 ml of phtalate buffer 
at pH 3.5 is prepared at SS^C. To this Is added 300 g of commercial nisin ex- 
tract (NIsaplln®. Danisco). The resulting mixture is thoroughly mixed. At the 
same time, a mixture of 1333 g of a vegetable triglyceride (GRINDSTED ® PS 
101, m.p. 58°C) and 73 g of acetylated emulsifler (Acetem 50 00) is melted at 
85''C in a water bath. The melted fat mbdure is kept under homogenization 
(Silverson mixer. 8000 rpm) as the aqueous mixture is slowly Incorporated. 
The homogenization is maintained for 5 minutes after the whole aqueous mix- 
ture Is added and then a solution of 3 g of polysorbate 80 In 40 ml of water is 
15 added under constant mixing. The resulting iow-viscosity water-in-oil emulsion 
is then immediately spray cooled in a Niro spray tower using the fbflowing pa- 
rameters: inlet air temperature 10*C, outlet air temperature 2^0, rotating at- 
omization wheel speed 10 000 rpm. A free flowing powder is obtained. The 
incorporation of encapsulated nisin in a suspension media for subsequent 
spraying onto food products such as sausages, sausage casings, meat prod- 
ucts or any other food products requiring bactericides results in a much more 
stable nisin fomiulation compared to when unencapsulated or conventionally 
spray cooled nisin is used In the suspension media, thus dramatically improv- 
ing survival rate of nisin until the pasteurisation of the food product. For exam- 
ple, spray cooled nisin Is released in the suspension media, thus subjecting it 
to rapid degradation, at a rate of 57% after 3 days in the suspension media. 
The encapsulated nisin. as presented In this example, is released at a rate of 
only 7% after tree days. 

Example 4. - Encapsulation of nisin 

. * 

First, a solution of 15 g sodium alginate In 1000 ml of phtalate buffer 
at pH 3.5 is prepared at 85°C. To this is added 300 g of cbmmerclal nisin ex- 
tract (NIsaplln®. Danisco). The resulting mixture Is thoroughly mixed. At the 
same time, a mixture of 1333 g of a vegetable triglyceride (GRINDSTED ® PS 
101. m.p. 58C) and 73 g of acetylated emulsifler (Acetem 50 00) is melted at 
85 C in a water bath. The melted fiat mixture Is kept under homogenization 
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(SilveiBon mixer, 8 kRPM) as the aqueous mixture is slowly incorporated. Fol- 
lowing the Incorporation of tiie aqueous mixture, a solution of 7 g of calcium 
chloride in 70 ml of water is added dropwise. The homogenization is main- 
tained for another 5 minutes and then a solution of 3 g of polysorbate 80 in 40 

5 ml of water is added under constant mixing. The resulting tow-viscosity water- 
in-oil emulsion is then immediately spray cooled in a Niro spray tower using the 
following parameteis: inlet air temperature lO^'C. outlet air temperature 28°C, 
rotating atomteation wheel speed 10 000 rpm. A free flowing powder is ob- 
teuned. As mentioned previously, encapsulated nisin as presented in this ex- 

10 ample is much more stable in aqueous environment Qian a conventionally 
spray-cooled sample. For example^ spray cooled nisin is released In fte sus- 
pension media, thus subjecting it to rapid degradation, at a rate of 57% after 3 
days in tlie suspension media. The encapsulated nisin, as presented in this 

ft 

examplei is released at a rate of only 0,1 % after tree days. 

15 Example 5. - Encapsulation of sodium chloride 

First, a solution of 15 g K-can-ageenan in 1000 ml of water is pre- 
pared at 85^C. To this is added 585 g of sodium chloride. The resulting mix- 
ture is thoroughly mixed. At the same time, a mixture of 1333 g of a vegetable 
triglyceride (GRINDSTED ® PS 101. m.p. 58°C) and 73 g of acelylated emulsi- 

20 fier (Acetem 50 00) is melted at 85^C in a water bath. The melted fat mixture 
is kept under homogenization (Siiverson mixer, 8000 rpm) as the aqueous mix-* 
ture is slowly incorporated. The homogenization is maintained for 5 minutes 
after the whole aqueous mixture is added and then a solution of 3 g of poly- 
sorbate 80 in 40 ml of water is added under constant mixing. The resulting 

25 iow-viscosity water<*in-oii emulsion is then immediately spray cooled in a Niro 
spray tower using the following parameters: Inlet air temperature 10°C, outlet 
air temperature 28''C, rotating atomizaQon wheel speed 10 000 rpm. A free flo- 
wing powder is obtained . 

Example 6. - Encapsulation of sorbic acid 
so First, a solution of 15 g K-carrageenan in 1000 ml of water is pre- 

* 

pared at 85^C. To this is added 300 g of sorbic acid. The resulting mixture Is 
thorougi^iy mixed. At the same time, a mixture of 1333 g of a vegetable triglyo- 
eride (GRINDSTED ® PS 101, m.p. 58^0) and 73 g of acetylated emulsifier 
. (Acetem 50 00) is melted at 85X in a water bath. The m Ited fat mixture Is 
33 tcept under homogenization (Siiverson mixer, 8Q00 rpm) as the aqueous mix- 
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ture is slowly Incorporated. The homogenlzatlon is maintained for 6 minutes af- 
ter the whole aqueous mixture is added and then a solution of 3 g of polysor-* 
bate 80 in 40 ml of water is added under constant mixing. The resulting tow- 
viscosity water-ln-oll emulsion is then Immediately spray cooled In a Niro spray 
tower using the following parameters: Inlet air temperature 10"C, outlet air 
temperature ZB^C, rotating afomization wheel speed 10 000 rpm. A free flow- 
ing powder is obtained. 

• Example 7. Encapsulation of caldum propionate 

First, a solution of 15 g K-carrageenan in 1000 ml of water is pre- 
pared at 85°C. To this is added 300 g of calcium propionate. The resulting 
mwture Is thoroughly mixed. At the same time.' a mixture of 1 333 g of a vege- 
table triglyceride (GRINDSTED ® PS 101. m.p. 58"'C) and 73 g of acetylated 
emulsifler (Acetem 50 00) is melted at BS>C In a water bath. The melted fat 
mixture Is kept under homogenization (Sllverson mbcer. 8000 rpm) as the 
aqueous mixture Is slowly incorporated. The homogenizalion is maintained for 
5 minutes after the whole aqueous mixture is added and then a solution of 3 g 
of polysorbate 80 in 40 ml of water is added under constant mixing. The result- 
ing low-viscosity waler-ln-oll emulsion Is then immediately spray cooled in a 
Niro spray tower using the following parameters: Inlet air temperature 10»C 
outlet air temperature 28»C, rotating atomization wheel speed 10 000 rpm A 
free flowing powder is obtained. The release rate of the calcium propionate is 

curve Is shown In Figure 1. 

Example 8. Encapsulation of propionic acid 

. ^ • ^ °' ^^^^ ^ (Danlsoo Pectin 

2580) in 750 ml of water is prepared at 85«'c. To this Is added 250 g of propi- 
onic add. The resulting mixture is thoroughly mixed. At the same time, a mix- 
ture of 1333 g of a vegetable triglyceride (GRINDSTED ® PS 101. m.p S8'C) 
and 73 g of acetylated emulsifler (Acetem 50 00) is melted at 85">C in a water 
bath The melted fat mixture is kept under homogenization (Sllverson mbcer. 
8000 rpm) as the aqueous mixture is slowly incorporated. Following the incor- 
poraton of the aqueous mixture, a solution of 5 g of calcium chloride In 30 ml 
of water Is added dropwise. The homogenization Is maintained for anottier 5 
minutes and men a solution of 3 g of polysort)ate 80 in 40 ml of water is added 

'^""'"9 low-viscosity water-ln-ofl emulsion is then 
«)med,ately spray cooled In a Niro spray tower using the foltowing parameters- 
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inlet air temperature 10°C, outlet air temperature 28*0, rotating atomization 
wheel speed 10 000 rpm. Afree flowing powder is obtained. 

It will be obvious to a person skilled In the art that as technology ad- 
vances, the inventive concept can be implemented in various ways. The inven- 
tion and Its embodiments are not limited to the examples described above but 
may vary within the scope of the claims. • 
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Claims 

1 . A microcapsule comprising 

a solidified hydrophobic shell nratrix, 

an encapsulated aqueous bead or beads whid) is/are further en- 
5 capsulated in the solidified hydrophobic shell matrix, and 

an active ingredient or active ingredients dissolved or Incorporated 
in the encapsulated aqueous bead or beads. 

2. A microcapsule according to daim 1 • characterized in that the en* 
capsulated aqueous bead is an aqueous hydrocolloid bead. 

10 . 3. A microcapsule according to daim 1 or 2p characterized in that 

the encapsulated hydrocolloid bead is a gelled or cross-linked hydrocolloid 
bead* 

4. A microcapsule according to daim 1 or 2, characterized in that 
the encapsulated aqueous bead is encapsulated by coacen/ation using a suit- 
is able encapsulating material. 

5. The microcapsule according to daim 4, characterized in that the 
encapsulating material used in coacervation is selected from the group com- 
prising shellac, zeln, any synthetic or natural hydrophobic polymers, fats,' 
emulsifierSi waxes, any mbcture of oppositely charged hydrocolloids, such as 

20 gelatine/arabic gum, gelatine/CMC. any proteins/ionic hydrocolioids, any com- 
bination of hydrocolioids and a solubiiity-redudng agent such as salts, sugars, 
acids or bases, or suaose acetate isobutyrate (SAIB), dammar gum and glyc- 
eryl esters of wood rosin or mixtures thereof. 

6. A microcapsule according to claim 1 or 2 characterized in that the 
25 encapsulated aqueous bead Is encapsulated by sintering using a suitable en- 
capsulating material. • 

7. The microcapsule according to daim 6, characterized In that the 
encapsulating material used in sintering is selected from the group comprising 
any water-insoluble micropartldes, such as silicone dioxide, titanium dioxide, 

30 synthetic or natural food-grade polymer beads or any water-insoluble solid par- 

# 

tides. 

8. The microcapsule according to any one of the preceding claims 1 
to 3, characterized in that the encapsulated aqueous bead comprises any 
food-grade hydrocolloid which has a gelling temperature above storage tem- 

35 perature. 

9. The microcapsule according to any one of the preceding claims 1 
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to 3. characterized in that the encapsulated aqueous bead comprises any 
food-grade hydrocoilold which can be cross-linked. 

10. The microcapsule according to any one of claims 8 or 9, charac- 
terized in that the hydrocoilold is selected from the group comprising sodium 

S' alginate, arable gum, gellan gum, starch, modified starch, guar gum, pectin, 
amidifiqd pectin, carrageenan, gelatine, chitosan, mesquite gum, agar gum, 
hyaluronic acid, whey protein, soy protein, sodium caseinate, xanthan/locust 
bean gum mixture, cellulose derivatives such .as cellulose acetate phtalate, hy- 
droxy propyl methyloellulose (HPMC), methyl cellulose, ethyl cellulose and 

10 carbo)^ methyl cellulose (CMC),, methyl acrylic copolymers, such as 
Eudragit®, psyllium, tamarind, xanthan, locust bean gum, whey protein, soy 
protein, sodium caseinate, shellac, zein, any synthetic or natural water-soluble 
polymera, any food-grade protein, and mixtures thereof. 

1 1 . The microcapsule according to any one of the preceding claims, 
15 characterized in that the hydrophobic shell matrix is selected from the group 

comprising animal oils and fats, fiiliy hydrogenated vegetable or animal oils, 
partially hydrogenated vegetable or animal oils, unsaturated, hydrogenated or 
fully hydn^genated fatty acids, unsaturated, partially hydrogenated or fully hy-' 
drogenated fatty acid mQnogiycerides and diglycerldes, unsaturated, partially 
20 hydrogenated or fully hydrogenated esterified fatty adds of monoglycerides or 
diglycerides, unsaturated, partially hydrogenated or fully hydrogenated free 
fatty acids, other emulsifiers, animal waxes, vegetable waxes, mineral waxes, 
synthetic waxes, natural and synthetic resins, and mixtures thereof. 

12. The microcapsule according to any one of the preceding claims, 
25 characterized in that the active ingredient is selected from the group compris- 
ing flavours, flavour enhancers, nutrients, vitamins, preservatives, leavening 
agents, micro organisms, acidulants, antioxidants, colours, enzymes, gases, 
thickeners and any other food or pharmaceutical ingredients, such as antibiot- 
ics, antimicrobials, anti-Inflammatory agents, analgesics, sedatives, hypnotics, 

30 anxiolytic agents, antihistamines. anUan-hythmics, antihypertensive agents, an- 
tiparkinson agents and hormones. 

13. The microcapsule according to any one of the preceding claims, 
characterized in that one microcapsule comprises approximately 1 to 100 
aqueous beads embedded in tfie hydrophobic shell matrix, pr ferably 5 to 50 

35 aqueous beads. 

14. A method for preparing microcapsules, comprising the steps of 
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a) providing an aqueous phase and an active ingredient or active 
ingredients dissolved or incorporated in tlie aqueous pliase, ■ 

b) providing a iiydropiiobic phase in melted form, 

c) Incorporating or dissolving an encapsulating material or a mixture 
5 of encapsulating materials in the aqueous phase or in the hydrophobic phase, 

d) combining the aqueous phase with ^e hydrophobic phase and 
homogenizing or mixing the combined phases to form a water-in-oii emulsion, 

e) ericapsuiating the aqueous phase in the emulsion, whereby a 
dispersion comprising encapsulated aqueous beads is formed and the active 

10 ingredient or active ingredients are encapsulated in the aqueous beads, and 

- f) processing the dispersion obtained in step e) to fomi microcap- 
sules where the encapsulated aqueous beads are further encapsulated in the * 
solidified hydrophobic shell matrix^ 

15. A method according to claim 14, characterized in that the a- 
15 queous phase is selected from the group comprising water or a mi)dure of wa- 
ter and any other water-miscible solvents, such as ethanol. ethylene glycol, 
glycerol. 

16. A method according to claim 14 qr 15, characterized in that the 
encapsulating material Is selected from the group comprising hydrocolioids, 

20 sodium alginate, gum arable, gellan gum, starch, modified starch, guar gum, 
agar gum. pectin, amidified pectin, carrageenan. xanthan, gelatine, chitosan, 
mesquHe gum, hyaluronic add. cellulose derivatives such as cellulose acetate 
. phtalate, hydroxy propyl methylcellulose (HPMC), methyl cellulose, ethyl cellu- 
lose and cariboxy methyl celluiose {CMC), meihyi acrylic copolymers, such as 

25 Eudragit®, psyllium, tamarind, xanthan, locust bean gum, whey protein, soy 
protein, sodium caseinate, any food-grade protein, shellac, zein, any synthetic 
or natural water-soluble polymers, any water-insoluble micropartlcles, such as 
silicone dioxide, titanium diojdde, synthetic or natural food-grade polymer 
beads or any waternnsoluble solid partides susceptible to sintering. 

30 17. A method according to any one of preceding daims 14 to 16, 

characterized In that the hydrophobic phase is selected from the group com- 
prising animal oils and fats, fully hydrogenated vegetable or animal oils, par- 
tially hydiogenated vegetable or animal oils, unsaturated, hydrogenated or fully 
hydrogenated fatty acids, unsaturated, partially hydrogenated or fully hydro- 

35 genated fatty acid monoglycerides and diglycerides, unsaturat d, partially hy- 
drogenated or fully hydrogenated esterified fatty acids of monoglycerides or d'h 
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glycerides, unsaturated, partially hydrogenated or fully hydrogenat d fred fatty 
adds, other emulsifiers. animal waxes, vegetable waxes, mineral waxes, syn- 
thetic waxes, natural and synthetic resins, and mixtures thereof. 

18. A method according to any one of the claims 14 to 17, charao- 
6 terized in that the combining of the aqueous phase with the hydrophobic phase 

is performed by mbdng. 

19. - A method according to any one of claims 14 to 18, characterized 
In that the homogenization in step d) is performed by high-shear mixing or by 
in-line mixing. 

10 20. A method according to any one of preceding claims 14 to 19, 

characterized in that the encapsulating is perfbnned by gelling, cross-iinklng. 
coacervation or by sintering. 

21. A method according to daim 20i characterized in that encapsu- 
lating by coacervation is performed by using an encapsulating material and re- 

15 ducing the solubility of the encapsulating material. 

' 22. A method according to claim 21, characterized in that the solU'- 

* bility of the encapsulating material Is reduced by changing the temperature, by 
changing the pH, by adding additives or by adding hydrocolloids or any suit- 
able coacen/ation-inducing ggent 

20 23. A method according to claim 21 or 22 characterized in iiiat the 

* encapsylating material is selected from the group comprising shellaCi zein, any 
synthetic or natural hydrophobic polymers, as well as fats, emulsifiers, waxes 

or mixture thereof. 

24. A method according to claim 20, ^aracterized in that encapsu- 
25 iating by sintering is performed by using solid microparticles as an encapsulate 

■ 

ing material. 

25. A method according to claim 24 characterized in that the mi- 
croparticles are fused into a continuous film around the aqueous phase by sub- 
jecting the micropartides to temperatures above their sintering or glass transi- 

30 tion temperatures. 

26. A method according to claim 24 or 25 characterized in that the 
encapsulating material is selected from the group comprising any water- 
insoluble, microparticles, such as silicone dioxide, titanium dioxide, synthetic or 
natural food-grade polymer beads or any water-insoluble solid partides. 

35 27. The method according to daim 20, characterized in that the en- 

capsulating of the .aqueous phase is performed by gelling and the gelling of the 
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aqueous phase in the emulsion is performed by lowering the temperature of 
the emulsion below the gelling temperature of the encapsulating material 

28. The method according to claim 27 characterized in that the en- 
capsulating material is selected from the group comprising gelling hydrocoi- 
5 loids, such as carrageenan. gelatine, starchy modified starch, agar gum. guar 
gum and mixture of xanthan and locust bean gum or mixture of any gelling hy- 
drocolloids. 

29, The method according to claim 20, characterized in that the 
encapsulating of the aqueous phase is perfomied by cross-linking by using an 

10 encapsulating material selected from the group comprising any food-grade pro- 
teins such as soy protein* whey proteins, caselnate gelatine, or starch, modi- 
fied starch, chltosan, cellulose derivatives such as cellulose acetate phtalate, 
hydroxy propyl methyl cellulose (HPMC), methyl cellulose, ethyl cellulose and 
carisoxy methyl cellulose (CMC), methyl acrylic copolymers, such as Eudragtt, ' 

15 any synthetic or natural water-soluble polymers, susceptible to cross-linking by 
heat, pH or chemical treatment and mixture thereof. 

30. The method according to daim 29 characterized in that the 

« 

cross-linking is performed by heating, applying pressure or by enzymatic 
cross-linking. 

20 31 ; The method according to any one of preceding claims 14 to 30, 

characterized In that the processing in step f) is performed by spray cooling. 

32. The method according to any one of preceding claims 14 to 30, 
characterized In that the processing in step f) is perfomned by fiuidized bed 
cooling. 

25 

33. The method according to any one of preceding claims 14 to 32, 
characterized in that the active ingredient is selected from the group compris- 
ing flavours, flavour enhancers, nutrients, vitamins, preservatives, leavening 
agents, micro organisms, aciduiants, antioxidants, colours, enzymes, gases, 

30 thickeners and any other food or pharmaceutical ingredients. 

34. The method according to any one of preceding claims 14 to 33, 
characterized in that one microcapsule comprises approximately 1 to 100 
aqueous beads embedded in the hydrophobic shell matrix, preferably 5 to 50 
aqueous beads. 

35 36. Use of the microcapsules as described in any one of ^e preced- 

ing claims as additives in food industry. 



* 
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36. Use of the microcapsules according to claim 35 as a flavour 
agent, a preservative agent or a bacteriocin agent 

37. Use of tlie microcapsules as described in any one of the preced- 
ing claims in pharmaceutical applications. 

S 38. Use of the microcapsules according to claim 37 in depot-tablets 

f 

or trans-dermal application systems. 
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Abstract 

The present invention relates to microcapsules, and more partlcu- 
lariy to microcapsules where an aqueous bead or beads comprising the active 
ingredient is encapsulated In a hydrophobic shell matrix. The present Invention 

6 relates also to novel methods for preparing the microcapsules according to the 
invention, as well as to the use of the microcapsules of the present invention. A 
microcapsule of the present invention comprises a sbiidlfied hydrophobic shell 
matrix, an encapsulated aqueous bead or beads which is/are encapsulated in 
the solidified hydrophobic shell matrix, and an active ingredient or active ingre- 

10 dients dissolved or incorporated in the encapsulated aqueous bead or beads. 
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Figure 1. Comparing Release Rates for Encapsulated 

and conventionally spray cooled Caldum Propionate 
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